Extracellular elastic fibers confer resilience and flexibility to tissues. Recent studies have identified a protein, fibulin-5, that connects these fibers to cells and regulates their assembly and organization.
Other proteins, including the emerging family of fibulin proteins, contact elastic fibers in vivo and are thought to promote the formation and stabilization of the fiber. Fibulin is derived from the Latin for clasp or buckle and there are currently five members of this family. The fibulins have overlapping but distinct patterns of expression and are particularly prominent in tissues rich in elastic fibers such as lung and blood vessels. Recent studies [5, 6] have identified fibulin-5 as a protein that links elastic fibers to cells and regulates fiber assembly and organization. These complementary studies focus on the function of fibulin-5 -also known as DANCE and EVEC -a 66 kDa protein that co-localizes with, and binds to, elastin on the surface of elastic fibers. Fibulin-5 also binds to cells by interacting with integrin cell surface receptors.
Both groups responsible for the recent advances successfully generated fibulin-5-deficient mice [5, 6] , which show similar gross morphological and ultrastructural defects. The mice exhibit disrupted elastic fiber networks in organs rich in elastin. These mice survive into adulthood but develop severe elastinopathies, including loose skin, vascular abnormalities and emphysema. On the basis of this phenotype, the authors [5, 6] propose a role for fibulin-5 in the organization of elastic fibers, and suggest that fibulin-5 may act as a bridging molecule that connects elastin to the cell surface. Fibulin-5-deficient mice are undoubtedly valuable as tools that will facilitate the further analysis of elastogenesis in vivo, and as the first animal models of diseases such as cutis laxa. These mice may also provide clues to the functions of the other, less well characterized, members of the fibulin family.
Fibulin-5 has a modular structure of different functional domains, which enables it to interact with different combinations of cells and macromolecules, and which facilitates its function as a bridging molecule. It has epidermal growth factor-like motifs which are proposed to bind to elastin in a calcium-dependent manner [6] , as well as an arginine-glycine-aspartate (RGD) cell attachment sequence which it uses to interact with α αvβ β3 and α αvβ β5 integrins [5] . This pattern is seen throughout the fibulin family, all of which are modular proteins. Although little is known about the function of fibulin-3 or fibulin-4, fibulin-1 has been shown to interact with several matrix proteins and integrins, and to localize to the amorphous elastin-rich core of the elastic fiber [7] . Fibulin-2 also interacts with integrins and extracellular proteins, as well as with fibulin-1, and localizes to fibrillin containing microfibrils [8] .
The Clearly, understanding fibulin function has implications ranging from the molecular to the physiological level. Insights into elastic fiber biology may also advance the field of bioengineering, where the remarkable physical properties of these fibers have been exploited. Self-assembling elastin polymer gel systems have been developed and used for the administration, delivery, and release of drugs [19] . Artificial elastinbased matrices have also been designed to support adhesion of vascular endothelial cells [20] . The future holds great promise for the contribution of the fibulins to the regulation of elastic fiber assembly and beyond.
